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Figure 1 



a Chain 




(5 Chain 




Native infra-chain disulphide bond 



Non-native interchain disulphide bond 




TCR domain 
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Figure 2a 

atgcagaaggaagtggagcagaactctggacccctcagtgttccagagggagccattg 
cctctctcaactgcacttacagtgaccgaggttcccagtccttcttctggtacagaca 
atattctgggaaaagccctgagttgataatgtccatatactccaatggtgacaaagaa 
gatggaaggtttacagcacagctcaataaagccagccagtatgtttctctgctcatca 
gagactcccagcccagtgattcagccacctacctctgtgccgttacaactgacagctg 
ggggaaattgcagtttggagcagggacccaggttgtggtcaccccagatatccagaac 
cctgaccctgccgtgtaccagctgagagactctaaatccagtgacaagtctgtctgcc 
tattcaccgattttgattctcaaacaaatgtgtcacaaagtaaggattctgatgtgta 
tatcacagacaaa^^gtgctaga-catgaggtctatggacttcaagagcaacagtgct 
gtggcctggagcaacaaatctgactttgcatgtgcaaacgccttcaacaacagcatta 
ttccagaagacaccttcttccccagcccagaaagttcctaa 

Figure 2b 

atgaacgctggtgtcactcagaccccaaaattccaggtcctgaagacaggacagagca 
tgacactgcagtgtgcccaggatatgaaccatgaatacatgtcctggtatcgacaaga 
cccaggcatggggctgaggctgattcattactcagttggtgctggtatcactgaccaa 

• ■ 

ggagaagtccccaatggctacaatgtctccagatcaaccacagaggatttcccgctca 
ggctgctgtcggctgctccctcccagacatctgtgtacttctgtgccagcaggccggg 
actagcgggagggcgaccagagcagtacttcgggccgggcaccaggctcacggtcaca 
gaggacctgaaaaacgtgttcccacccgaggtcgctgtgtttgagccatcagaagcag 
agate tcccacacccaaaaggccacactggtgtgcctggccacaggcttctaccccga 
ccacgtggagctgagctggtgggtgaatgggaaggaggtgcacagtggggtc^gaca 
gacccgcagcccctcaaggagcagcccgccctcaatgactccagatacgctctgagca 
gccgcctgagggtctcggccaccttctggcaggacccccgcaaccacttccgctgtca 
agtccagttctacgggctctcggagaatgacgagtggacccaggatagggccaaaccc 
gtcacccagatcgtcagcgccgaggcctggggtagagcagactaa 
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Figure 3a 



MQ 

KxEVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY 
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF 
GAGTQWVTP DIQNPDPAVY QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS 
DVYITDKCVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTEFES 
PESS* 



Figure 3b 



M 

NiAGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV 
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGIiAGG 
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG 
FYPDHVELSW WVNGKEVHSG VCTDPQPLKE QPALNDSRYA LSSRLRVSAT 
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD* 
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Elutlon time 



WO 03/020763 



5/81 



PCT/GB02/03986 



A. Reducing conditions B. Non-reducing conditions 

peakl peak 2 shoulder peakl peak 2 shoulder 
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Figure 5 
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Figure 8a 



atgcagaaggaagtggagcagaactctggacccctcagtgttccagagggagccattg 
cctctctcaactgcacttacagtgaccgaggttcccagtccttcttctggtacagaca 
atattctgggaaaagccctgagttgataatgtccatatactccaatggtgacaaagaa 
gatggaaggtttacagcacagctcaataaagccagccagtatgtttctctgctcatca 
gagactcccagcccagtgattcagccacctacctctgtgccgttacaactgacagctg 
ggggaaattgcagtttggagcagggacccaggttgtggtcaccccagatatccagaac 
c c B9 a i cct 9ccgtgtaccagctgagagactctaaatccagtgacaagtctgtctgcc 
tattcaccgattttgattctcaaacaaatgtgtcacaaagtaaggattctgatgtgta 
tatcacagacaaatgtgtgctagacatgaggtctatggacttcaagagcaacagtgct 
gtggcctggagcaacaaatctgactttgcatgtgcaaacgccttcaacaacagcatta 
ttccagaagacaccttcttccccagcccagaaagttcctaa 

Figure 8b 

atgcaactactagaacaaagtcctcagtttctaagcatccaagagggagaaaatctca 

ctgtgtactgcaactcctcaagtgttttttccagcttacaatggtacagacaggagcc 

tggggaaggtcctgtcctcctggtgacagtagttacgggtggagaagtgaagaagctg 

aagagactaacctttcagtttggtgatgcaagaaaggacagttctctccacatcactg 

cggcccagcctggtgatacaggcctctacctctgtgcaggagcgggaagccaaggaaa 

tctcatctttggaaaaggcactaaactctctgttaaaccaaatatccagaacccggat 

cctgccgtgtaccagctgagagactctaaatccagtgacaagtctgtctgcctattca 

ccgattttgattctcaaacaaatgtgtcacaaagtaaggattctgatgtgtatatcac 

agacaaatgtgtgctagacatgaggtctatggacttcaagagcaacagtgctgtggcc 

tggagcaacaaatctgactttgcatgtgcaaacgccttcaacaacagcattattccag 
aagacaccttcttccccagcccagaaagttcctaa 

* 

Figure 8c 

atggtggatggtggaatcactcagtccccaaagtacctgttcagaaaggaaggacaga 
at gtgaccctgagttgtgaacagaatttgaaccacgatgccatgtactggtaccgaca 
ggacccagggcaagggctgagattgatctactactcacagatagtaaatgactttcag 
aaaggagatatagctgaagggtacagcgtctctcgggagaagaaggaatcctttcctc 
tcactgtgacatcggcccaaaagaacccgacagctttctatctctgtgccagtagttc 
gaggagctcctacgagcagtacttcgggccgggcaccaggctcacggtcacagaggac 
ctgaaaaacgtgttcccacccgaggtcgctgtgtttgagccatcagaagcagagatct 
cccacacccaaaaggccacactggtgtgcctggccacaggcttctaccccgaccacgt 
ggagctgagctggtgggtgaatgggaaggaggtgcacagtggggtctgcacagaccog 
cagcccctcaaggagcagcccgccctcaatgactccagatacagcctgagcagccgcc 
tgagggtctcggccaccttctggcagaacccccgcaaccacttccgctgtcaagtcca 
gttctacgggctctcggagaatgacgagtggacccaggatagggccaaacctgtcacc 
cagattgtcagcgccgaggcctggggtagagcagactaa 
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Figure 9a 

MQLLEQSPQFLSIQEGENLTVYCNSSSVFSSLQWYRQEP 
GEGPVLLVTVVTGGEVKKLKRLTFQFGD ARKDSSLHIT 
AAQPGDTGLYLCAGAGSQ GNLIF GKGTKL S VKPNIQNP 
DPAVYQLRDSKSSDKSVCLFTDFDS QTNVSQSKDSDVY 
ITDKC VLDMRSMDFKSNS AV AWSNKSDF AC AN AFNNSI 

IPEDTFFPSPESS Stop 

Figure 9b 

MVDGGITQSPKYLFRKEGQNVTLS CEQNLNHD AM Y W Y 

RQDPGQGLRLIYYSQIVNDFQKGDIAEGYSVSREKKESF 

PLT VT S AQKNPT AF YLC AS SSRSSYEQYFGPGTRLTVTE 

DLKNVFPPEVAVFEPSEAEISHTQKATLVCLATGFYPDH 

VELSWWVNGKEVHSGVCTDPQPLKEQPALNDSRYSLSS 

RLRVSATFWQNPRNHFRCQVQFYGLSENDEWTQDRAK 

PVTQIVS AEA WGRADStop 
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Figure 10 
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Figure 11 
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B. Non-reducing conditions 




Figure 12 
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Figure 13a 
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Figure 13b 
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Figure 14a 

atgcaggaggygacacagattcctgcagctctgagtgtcccagaaggagaaaacttgg 




ccctgggaaaggtctcacatctctgttgcttattcagtcaagtcagagagagcaaaca 
agtggaagacttaatgcctcgctggataaatcatcaggacgtagtactttatacattg 
cagcttctcagcctggtgactcagccacctacctctgtgctgtgaggcccacatcagg 
aggaagctacatacctacatttggaagaggaaccagccttattgttcatccgtatatc 




cagaaccc 

tctgcctattcaccgattttgattctcaaacaaatgtgtcacaaagtaaggattctga 
tgtgtatatcacagacaaatgtgtgctagacatgaggtctatggacttcaagagcaac 





Figure 14b 

atgggtgtcactcagaccccaaaattccaggtcctgaagacaggacagagcatgacac 
tgcagtgtgcccaggatatgaaccatgaatacatgtcctggtatcgacaagacccagg 
catggggctgaggctgattcattactcagttggtgctggtatcactgaccaaggagaa 
gtccccaatggctacaatgtctccagatcaaccacagaggatttcccgctcaggctgc 
tgtcggctgctccctcccagacatctgtgtacttctgtgccagcagttacgtcgggaa 
caccggggagctgttttttggagaaggctctaggctgaccgtactggaggacctgaaa 
aacgtgttcccacccgaggtcgctgtgtttgagccatcagaagcagagatctcccaca 
cccaaaaggccacactggtgtgoctggccacaggcttctaccccgaccacgtggagct 





etc. 

tctcggccaccttctggcaggacccccgcaaccacttccgctgtcaagtccagttcta 
cgggctctcggagaatgacgagtggacccaggatagggccaaacccgtcacccagatc 

gtcagcgccgaggcctggggtagagcagactaa 

* 

Figure 15a 

MQEXTQIPAALSVPEGENLVLNCSFTDSAIYNLQWFRQ 
DPGKGLTSLLLIQSSQREQTSGRLNASLDKSSGRSTLYI 
AASQPGDSATYLCAVRPTSGGSYIPTFGRGTSLIVHPYI 
QNPDPAVYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDS 
DVYITDKCVLDMRSMDFKSNS A V AWSNKSDF AC ANAF 
NN S IIP EDTFFP S PE S S Stop 

Figure 15b 

MGVTQTPKFQVLKTGQSMTLQCAQDMNHEYMSWYRQ 
D P G Met GLRLIHYSVGAGITDQGEVPNGYNVSRSTTEDF 
PLRLLSAAPSQTSVYFCASSYVGNTGELFFGEGSRLTVL 
EDLKN VFPPEV AVFEPSEAEISHTQKATLVCLATGF YP D 
HVELS W WVNGKEVHSGVCTDPQPLKEQP ALNDSRYAL 
SSRLRVSATFWQDPRNHFRCQVQFYGLSENDEWTQDRA 

KP VTQI V S AE A WGRAD Stop 
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Figure 16 
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Figure 17 



A. Reducing conditions 
peak 1 peak 2 



B. Non-reducing conditions 
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Figure 18 
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Figure 19a 
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Figure 19b 




Concentration (\M) 
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Figure 20a 

atgcaggaggygacacagattcctgcagctctgagtgtcccagaaggagaaaacttgg 
ttctcaactgcagtttcactgatagcgctatttacaacctccagtggtttaggcagga 
ccctgggaaaggtctcacatctctgttgcttattcagtcaagtcagagagagcaaaca 
agtggaagacttaatgcctcgctggataaatcatcaggacgtagtactttatacattg 
cagcttctcagcctggtgactcagccacctacctctgtgctgtgaggcccacatcagg 
aggaagctacatacctacatttggaagaggaaGcagccttattgttcatccgtatatc 
cagaaccctgaccctgccgtgtaccagctgagagactGtaaatccagtgacaagtctg 
tctgcctattcaccgattttgattctcaaacaaatgtgtcacaaagtaaggattctga 
tgtgtatatcacagacaaa^^gtgctagacatgaggtctatggacttcaagagcaac 
agtgctgtggcctggagcaacaaatctgactttgcatgtgcaaacgccttcaacaaca 
gcattattccagaagacaccttcttccccagcccagaaagttcctgttaa 

Figure 20b 

atgggtgtcactcagaccccaaaattccaggtcctgaagacaggacagagcatgacac 
tgcagtgtgcccaggatatgaaccatgaatacatgtcctggtatcgacaagacccagg 
catggggctgaggctgattcattactcagttggtgctggtatcactgaccaaggagaa 
gtccccaatggctacaatgtctccagatcaaccacagaggatttcccgctcaggctgc 
tgtcggctgctccctcccagacatctgtgtacttctgtgccagcagttacgtcgggaa 
caccggggagctgttttttggagaaggctctaggctgaccgtactggaggacctgaaa 
aacgtgttcccacccgaggtcgctgtgtttgagccatcagaagcagagatctcccaca 
cccaaaaggccacactggtgtgcctggccacaggcttctaccccgaccacgtggagct 
gagctggtgggtgaatgggaaggaggtgcacagtggggtc^^acagacccgcagccc 
ctcaaggagcagcccgccctcaatgactccagatacgctctgagcagccgcctgaggg 
tctcggccaccttctggcaggacccccgcaaccacttccgctgtcaagtccagttcta 
cgggctctcggagaatgacgagtggacccaggatagggccaaacccgtcacccagatc 
gtcagcgccgaggcctggggtagagcagactgttaa 

Figure 21a 

MQEXTQIPAALSVPEGENLVLNCSFTDSAIYNLQWFRQ 
DPGKGLTSLLLIQSS QREQTS GRLNASLDKS SGRSTLYI 
AASQPGDS ATYLCAVRPTSGGSYIPTFGRGTSLIVHPYI 
QNPDPAVYQLRDSKSSDKS VCLFTDFDSQTNVSQSKDS 
D V YITDKC VLDMRSMDFKSNS AV A WSNKSDF AC AN AF 

NNSIIPEDTFFPS PES S C Stop 

Figure 21b 

MGVTQTPKFQVLKTGQSMTLQCAQDMNHEYMS WYRQ 
DPGMGLRLIHYSVGAGITDQGEVPNGYNVSRSTTEDFP 
LRLLS AAPSQTSVYFCASSYVGNTGELFFGEGSRLTVLE 
DLKNVFPPEVAVFEPSEAEISHTQKATLVCLATGFYPDH 
VELS WWVNGKEVHS GVCTDPQPLKEQP ALNDSRYALS S 
RLRVS ATFWQDPRNHFRCQVQFYGLSENDE WTQDRAK 
PVTQIVS AEAWGRAD CStop 
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Figure 22 




Figure 23 
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Figure 24 
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Figure 26 
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Figure 27 
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Figure 28 
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Figure 29 
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Figure 30 
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Figure 31 



4000 -, 



3500- 



• II 



2500- 



=F 2 



III 



0) 

<e 1500 



CD 1 

on 



• 11 



500- 



0- 



— , — r 
-50 0 



50 



KD = 19.24+/- 2.01 



— i — i — | — i i i i i i 

100 150 200 250 300 



— 1 — ' 1 

350 400 



Concentration (uM) 



WO 03/020763 



PCT/GB02/03986 



26/81 



Figure 32 
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Figure 33a 

atgaaggaggtggagcagaafctctggacccctcagtgttccagagggagccattg 
cctctctcaactgcacttacagtgaccgaggttcccagtccttcttctggtacag 
acaatattctgggaaaagccctgagttgataatgttcatatactccaatggtga-c 
aaagaagatggaaggtttacagcacagctcaataaagccagccagtatgtttctc 
tgctcatcag^gactcccagcccagtgattcagccacctacctctgtgccgtgaa 
gggggggtctgggggttaccagaaagttacctttggaactggaacaaagctccaa 
gtcatcccaaatatccagaacccggatcctgccgtgtaccagctgagagactcta 
aatccagtgacaagtctgtctgcctattcaccgattttga^ctcaaacaaatgt 
gtcacaaagtaaggattctgatgtgtatatcacagacaaa^Hgtgctagacatg 
aggtctatggacttcaagagcaacagtgctgtggcctggagcaacaaatctgact 
ttgcatgtgcaaacgccttcaacaacagcattattccagaagacaccttcttccc 

cagcccagaaagttcctaa 



Figure 33b 

atgggcgtcatg^agaacccaagacacctggtcaggaggaggggacaggaggcaa 
gactgagatgcagcccaatgaaaggacacagtcatgtttactggtatcggcagct 
cccagaggaaggtctgaaattcatggtttatctccagaaagaaaatatcatagat 
gagtcaggaatgccaaaggaacgattttctgctgaatttcccaaagagggcccca 
gcatcctgaggatccagcaggtagtgcgaggagattcggcagcttatttctgtgc 
cagctcaccacagacagggggcacagatacgcagtattttggcccaggcacccgg 
ctgacagtgctcgaggacctgaaaaacgtgttcccacccgaggtcgctgtgtttg 
agccatcagaagcagagatctcccacacccaaaaggccacactggtgtgcctggc 
cacaggcttctaccc^^ccacgtggagctgagctggtgggtgaatgggaaggag 
gtgcacagtggggtc^^acagacccgcagcccctcaaggagcagcccgccctca 
atgactccagatacgctctgagcagccgcctgagggtctcggccaccttctggca 
ggacccccgcaaccacttccgctgtcaagtccagttctacgggctctcggagaat 
gacgagtggacccaggatagggccaaacccgtcacccagatcgtcagcgccgagg 

cctggggtagagcagactaa 

Figure 34a 

MKEVEQNSGPLSVPEGAIASLNCTYSDRGSQSFFWYRQYS 
GKSPELIMFIYSNGDKEDGRFTAQLNKASQYVSLLIRDSQP 
SDS ATYLCAVKGGSGGYQKVTFGTGTKLQVIPNIQNPDPA 
VYQLRDSKSSDKSVCLFTDFDSQTNVSQSKDSDVYITDKC 
VLDMRSMDFKSNSAVAWSNKSDFACANAFNNSIIPEDTFF 

P S P E S S Stop 

Figure 34b 



MGVMQNPRHLVRRRGQEARLRCSPMKGHSHVYWYRQLP 
EEGLKFMVYLQKENIIDESGMPKERFSAEFPKEGPSILRIQ 
QVVRGDS AAYFCASSPQTGGTDTQYFGPGTRLTVLEDLKN 
VFPPEVAVFEPSEAEISHTQKATLVCLATGFYPDHVELSW 
WVNGKEVHSGVCTDPQPLKEQPALNDSRYALSSRLRVS AT 
FWQDPRNHFRCQVQFYGLSENDEWTQDRAKPVTQIVSAE 

AW GR AD Stop 
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Figure 35 
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Figure 36 
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Figure 37 
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Figure 38 
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Figure 39a - T48-»C a chain 




cagacaatattctgggaaaagccctgagttgataatgtccatatactccaatggt 
gacaaagaagatggaaggtttacagcacagctcaataaagccagccagtatgttt 
ctctgctcatcagag^ctcccagcccagtgattcagccacctacctctgtgccgt 
tacaactgacagctgggggaaattgcagtttggagcagggacqcaggttgtggtc 
accccagatatccagaaccctgaccctgccgtgtaccagctgagagactctaaat 
ccagtgacaagtctgtctgcctattcaccgattttga^ctcaaacaaatgtgtc 
acaaagtaaggattctgatgtgtatatcacagacaaa^^gtgctagacatgagg 
tctatggacttcaagagcaacagtgctgtggcctggagcaacaaatctgactttg 
catgtgcaaacgccttcaacaacagcattattccagaagacaccttcttccccag 

cccagaaagttcctaa 

» .• ■ 

Figure 39b - T48-»C a chain 

MQ 

KjEVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY SNGDKEDGRF 
TAQLNKASQY VSLLIRDSQP SDSATYLGAV TTDSWGKLQF GAGTQWVTP DIQNPDPAVY 
QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS DVYITDKCVL DMRSMDFKSN SAVAWSNKSD 
FACANAFNNS IIPEDTFFPS PESS* 

Figure 40a - T45->C alpha chain DNA Sequence 

Atgcagaaggaagtggagcagaactctggacccctcagtgttccagagggagcca 




cagacaatattctgggaaaagccctgagttgataatgtccatatactccaatggt 
gacaaagaagatggaaggtttacagcacagctcaataaagccagccagtatgttt 
ctctgctcatcagagactcccagcccagtgattcagccacctacctctgtgccgt 
tacaactgacagctgggggaaattgcagtttggagcagggacccaggttgtggtc 
accccagatatccagaaccctgaccctgccgtgtaccagctgagagactctaaat 
ccagtgacaagtctgtctgcctattcaccgattttgattctcaaacaaatgtgtc 
acaaagtaaggattctgatgtgtatatc^ggacaaaactgtgctagacatgagg 
tctatggacttcaagagcaacagtgctgtggcctggagcaacaaatctgactttg 
catgtgcaaacgccttcaacaacagcattattccagaagacaccttcttccccag 

cccagaaagttcctaa 



Figure 40b - T45-»C alpha chain Amino Acid Sequence 



MQ 

KiEVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY SNGDKEDGRF 
TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF GAGTQWVTP DIQNPDPAVY 
QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS DVYICDKTVL DMRSMDFKSN SAVAWSNKSD 
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Figure 41a - S61-»C alpha chain DNA Sequence 




ica 

ttgcctctctcaactgcacttacagtgaccgaggttcccagtccttcttctggta 
cagacaatattctgggaaaagccctgagttgataatgtccatatactccaatggt 
gacaaagaagatggaaggtttacagcacagctcaataaagccagccagtatgttt 
ctctgctcatcagagactcccagcccagtgattcagccacctacctctgtgccgt 
tacaactgacagctgggggaaattg.cagtttggagcagggacccaggttgtggtc 
accccagatatccagaaccctgaccctgccgtgtaccagctgagagactctaaat 
ccagtgacaagtctgtctgcctattcaccgattttgattctcaaacaaatgtgtc 
acaaagtaaggattctgatgtgt^tatcacagacaaaactgtgctagacatgagg 
tctatggacttcaagagcaac^^gctgtggcctggagcaacaaatctgactttg 
catgtgcaaacgccttcaacaacagcattattccagaagacaccttcttccccag 

cccagaaagttcctaa 

Figure 41b - S61->C alpha chain Amino Acid Sequence 



MQ - 

KxEVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY 
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF 
GAGTQWVTP DIQNPDPAVY QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS 
DVYITDKTVL DMRSMDFKSN CAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS* 

Figure 42a - L50->C alpha chain DNA Sequence 

Atgcagaaggaagtggagcagaactctggacccctcagtgttccagagggagcca 
ttgcctctctcaactgcacttacagtgaccgaggttcccagtccttcttctggta 
cagacaatattctgggaaaagccctgagttgataatgtccatatactccaatggt 



ctctgctcatcagagactcccagcccagtgattcagccacctacctctgtgccgt 
tacaactgacagctgggggaaattgcagtttggagcagggacccaggttgtggtc 
accccagatatccagaaccctgaccctgccgtgtaccagctgagagactctaaat 
ccagtgacaagtctgtctgcctattcaccgattttgattctcaaacaaatgtgtc 
acaaagtaaggattctgatgtgtatatcacagacaaaactgtg^^gacatgagg 
tctatggacttcaagagcaacagtgctgtggcctggagcaacaaatctgactttg 
catgtgcaaacgccttcaacaacagcattattccagaagacaccttcttccccag 

cccagaaagttcctaa 

Figure 42b - L50-»C alpha chain Amino Acid Sequence 



MQ 

KxEVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY 
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF 
GAGTQWVTP DIQNPDPAVY QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS 
DVYI TDKTVC DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS* 
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Figure 43a - Y10-»C a chain 




ttgcctctctcaactgcacttacagtgaccgaggttcccagtccttcttctggta 
cagacaatattctgggaaaagccctgagttgataatgtccatatactccaatggt 




ctctgctcatcagagactcccagcccagtgattcagccacctacct-ctgtgccgt 
tacaactgacagctgggggaaattgcagtttggagcagggacccaggttgtggtc 
accccagatatccagaaccctgaccctgccgtg^^cagctgagagactctaaat 
ccagtgacaagtctgtctgcctattcaccgattttgat.tctcaaacaaatgtgtc 
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgctagacatgagg 
fctatggacttcaagagcaacagtgctgtggcctggagcaacaaatctgactttg 
catgtgcaaacgccttcaacaacagcattattccagaagacaccttcttccccag 

cccagaaagttcctaa 

Figure 43b -Y10~>C a chain 

MQ 

KxEVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY 
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF 
GAGTQVWTP DIQNPDPAVC QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS 
DVYITDKTVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS* 

Figure 44a - S15-»C a chain 

atgcagaaggaagtggagcagaactctggacccctcagtgttccagagggagcca 
ttgcctctctcaactgcacttacagtgaccgaggttcccagtccttcttctggta 
cagacaatattctgggaaaagccctgagttgataatgtccatatactccaatggt 
gacaaagaagatggaaggtttacagcacagctcaataaagccagccagtatgttt 
ctctgctcatcagagactcccagcccagtgattcagccacctacctctgtgccgt 




accccagatatccagaaccctgaccctgccgtgtaccagctgagagac^gaaat 
ccagtgacaagtctgtctgcctattcaccgattttgattctcaaacaaatgtgtc 
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgctagacatgagg 
tctatggacttcaagagcaacagt^ctgtggcctggagcaacaaatctgactttg 
catgtgcaaacgccttcaacaacagcattattccagaagacaccttcttccccag 

cccagaaagttcctaa 

Figure 44b ~ S15-»C a chain 

MQ 

KiEVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY 
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF 
GAGTQVWTP DIQNPDPAVY QLRDCKS SDK SVCLFTDFDS QTNVSQSKDS 
DVYITDKTVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS* 
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Figure 45a - L12-»C a chain 

atgcagaaggaagtggagcagaactctggacccctcagtgttccagagggagcca 
ttgcctctctcaactgcacttacagtgaccgaggttcccagtccttcttctggta 
cagacaatattctgggaaaagccctgagttgataatgtccatatactccaatggt 
gacaaagaagatggaaggtttacagcacagctcaataaagccagccagtatgttt 
ctctgctcatcagagactcccagcccagtgattcagccacctacctctgtgccgt 
tacaactgacagctgggggaaattgcagtttggagcagggacccaggttgtggtc 
accccagatatccagaaccctgaccctgccgtgtaccag^Hagagactctaaat 
ccagtgaqaagtctgtctgcctattcaccgattttgattctcaaacaaatgtgtc 
acaaagtaaggattctgatgtgtatatcacagacaaaactgtgctagacatgagg 
tctatggacttcaagagcaacagtgctgtggcetggagcaacaaatctgactttg 
catgtgcaaacgccttcaacaacagcattattccagaagacaccttcttccccag 

cccagaaagttcctaa 

Figure 45b - L12->C a chain 

MQ 

KiEVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY 
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF 
GAGTQVWTP DTQNPDPAVY QCRDSKSSDK SVCLFTDFDS QTNVSQSKDS 
DVYITDKTVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS* 

Figure 46a - V22-»C a chain 

atgcagaaggaagtggagcagaactctggacccctcagtgttccagagggagcca 

ttgcctctctcaactgcacttacagtgaccgaggttcccagtccttcttctggta 

cagacaatattctgggaaaagccctgagttgataatgtccatatactccaatggt 

gacaaagaagatggaaggtttacagcacagctcaataaagccagccagtatgttt 

ctctgctcatcagagactcccagcccagtgattcagccacctacctctgtgccgt 

tacaactgacagctgggggaaattgcagtttggagcagggacccaggttgtggtc 

accccagatatccagaaccctgaccctgccgtgtaccagctgagagactctaaat . 

ccagtgacaagtct^^tgcctattcaccgattttgattctcaaacaaatgtgtc 

acaaagtaaggattctgatgtgtatatcacagacaaaactgtgctagacatgagg 

tctatggacttcaagagcaacagtgctgtggcctggagcaacaaatctgactttg 

catgtgcaaacgccttcaacaacagcattattccagaagacaccttcttccccag 

cccagaaagttcctaa 

Figure 46b - V22-»C a chain 

MQ 

K a EVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY 
SNGDKEDGRF TAQLNKASQY VSLlilRDSQP SDSATYLCAV TTDSWGKLQF 
GAGTQVWTP DIQNPDPAVY QLRDSKSSDK sgCLFTDFDS QTNVSQSKDS 
DVYITDKTVL DMRSMDFKSN SAVAWSNKSD FACANAFNNS IIPEDTFFPS PESS* 
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Figure 47a - M52-»C a chain 

atgcagaaggaagtggagcagaactctggacccctcagtgttccagagggagcca 

ttgcctctctcaactgcacttacagtgaccgaggttcccagtccttcttctggta 

cagacaatattctgggaaaagccctgagttgataatgtccatatactccaatggt 

gacaaagaagatggaaggtttacagcacagctcaataaagccagccagtatgttt 

ctctgctcatcagagactcccagcccagtgattcagccacctacctctgtgccgt 

tacaactgacagctgggggaaattgcagtttggagcagggacccaggttgtggtc 

accccagatatccagaaccctgaccctgccgtgtaccagctgagagactctaaat 

ccagtgacaagtctgtctgcctattcaccgattttgattctcaaacaaatgtgtc 

acaaagtaaggattctgatgtgtatatcacagacaaaactgtgctagac^Hagg. 

tctatggacttcaagagcaacagtgctgtggcctggagcaacaaatctgactttg 

catgtgcaaacgccttcaacaacagcattattccagaagacaccttcttccccag 

cccagaaagttcctaa 

Figure 47b - M52->C a chain 

MQ 

KiEVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY 
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF 
GAGTQWVTP DIQNPDPAVY QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS 
DVYITDKTVL DCRSMDFKSN SAVAWSNKSD ' F AC ANAFNNS IIPEDTFFPS PESS* 

Figure 48a - Y43-»C a chain 

atgcagaaggaagtggagcagaactctggacccctcagtgttccagagggagcca 
ttgcctctctcaactgcacttacagtgaccgaggttcccagtccttcttctggta 
cagacaatattctgggaaaagccctgagttgataatgtccatatactccaatggt 
gacaaagaagatggaaggtttacagcacagctcaataaagccagccagtatgttt 
ctctgctcatcagagactcccagcccagtgattcagccacctacctctgtgccgt 
tacaactgacagctgggggaaattgcagtttggagcagggacccaggttgtggtc 
• accccagatatccagaaccctgaccctgccgtgtaccagctgagagactctaaat 
ccagtgacaagtctgtctgcctattcaccgattttgattctcaaacaaatgtgtc 
acaaagtaaggattctgatgtg^^atcacagacaaaactgtgctagacatgagg 
tctatggacttcaagagcaacagtgctgtggcctggagcaacaaatctgactttg 
catgtgcaaacgccttcaacaacagcattattccagaagacaccttcttccccag 

cccagaaagttcctaa 

Figure 48b - Y43-*C a chain 

MQ 

KiEVEQNSGPL SVPEGAIASL NCTYSDRGSQ SFFWYRQYSG KSPELIMSIY 
SNGDKEDGRF TAQLNKASQY VSLLIRDSQP SDSATYLCAV TTDSWGKLQF 
GAGTQWVTP DIQNPDPAVY QLRDSKSSDK SVCLFTDFDS QTNVSQSKDS 
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Figure 49a - Ser57->C 0 chain 

atgaacgctggtgtcactcagaccccaaaattccaggtcctgaagacaggacaga 
gcatgacactgcagtgtgcccaggatatgaaccatgaatacatgtcctggtatcg 
acaagacccaggcatggggctgaggctgattcattactcagttggtgctggtatc 
actgaccaaggagaagtccccaatggctacaatgtctccagatcaaccacagagg 
atttcccgctcaggctgctgtcggctgctccctcccagacatctgtgtacttctg 
tgccagcaggccgggactagcgggagggcgaccagagcagtacttcgggccgggc 
accaggctcacggtcacagaggacctgaaaaacgtgttcccacccgaggtcgctg 
tgtttgagccatcagaagcagagat.ctcccacacccaaaaggccacactggtgtg 
cctggccacaggcttctaccccgaccacgtggagctgagctggtgggtgaatggg 
aaggaggtgcacagtggggtc^Sacagacccgcagcccctcaaggagcagcccg 
ccctcaatgactccagatacgctctgagcagccgcctgagggtctcggccacctt 
ctggcaggacccccgcaaccacttccgctgtcaagtccagttctacgggctctcg 
gagaatgacgagtggacccaggatagggccaaacccgtcacccagatcgtcagcg 

ccgaggcctggggtagagcagactaa 

Figure 49b Ser57-»C P chain 

M 

' NiAGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV 
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG 
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG 
FYPDHVELSW WVNGKEVHSG VCTDPQPLKE QPALNDSRYA LSSRLRVSAT 
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD* 

Figure 50a - Ser77->C p chain 

atgaacgctggtgtcactcagaccccaaaattccaggtcctgaagacaggacaga 
gcatgacactgcagtgtgcccaggatatgaaccatgaatacatgtcctggtatcg 
acaagacccaggcatggggctgaggctgattcattactcagttggtgctggtatc 
actgaccaaggagaagtccccaatggctacaatgtctccagatcaaccacagagg 
atttcccgctcaggctgctgtcggctgctccctcccagacatctgtgtacttctg 




cctggccacaggcttctaccccgaccacgtggagctgagctggtgggtgaatggg 
aaggaggtgcacagtggggtcagcacagacccgcagcccctcaaggagcagcccg 
ccctcaatgactccagatacgctctg^gagccgcctgagggtctcggccacctt 



ctggcaggacccccgcaaccacttccgctgtcaagtccagttctacgggctctcg 
gagaatgacgagtggacccaggatagggccaaacccgtcacccagatcgtcagcg 

ccgaggcctggggtagagcagactaa . 

Figure 50b Ser77-»C p chain 

M 

NiAGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV 
GAGI TDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG 
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG 
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LCSRLRVSAT 
FWQDPRNHFR -CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD* 
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Figure 51a - Serl7-*C P chain 



atgaacgctggtgtcactcagaccccaaaattccaggtcctgaagacaggacaga 
gcatgacactgcagtgtgcccaggatatgaaccatgaatacatgtcctggtatcg 
acaagacccaggcatggggctgaggctgattcattactcagttggtgctggtatc 
actgaccaaggagaagtccccaatggctacaatgtctccagatcaaccacagagg 
atttcccgctcaggctgctgtcggctgctccctcccagacatctgtgtacttctg 
tgccagcaggccgggactagcgggagggcgaccagagcagtacttcgggccgggc 
accaggctcacggtcacagaggacctgaaaaacgtgttcccacccgaggtcgctg 



tgtttgagcca^H9 aa 9 ca 9 a 9 atctcccacaccGaaaa 99 ccacactggtgtg 
cctggccacaggcttctaccccgaccacgtggagctgagctggtgggtgaatggg 

aaggaggtgcacagtggggtcagcacagacccgcagcccctcaaggagcagcccg 
ccctcaatgactccagatacgctctgagcagccgcctgagggtctcggccacctt 
ctggcaggacccccgca^ccacttccgctgtcaagtccagttctacgggctctcg 
gagaatgacgagtggacccaggatagggccaaacccgtcacccagatcgtcagcg 
ccgaggcctggggtagagcagactaa 



Figure 51b Serl7-»C p chain 

M 

N a AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV 
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG 
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PCEAEISHTQ KATLVCLATG 
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSRLRVSAT 
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD* 



Figure 52a - Val 13-»C P chain 



atgaacgctggtgtcactcagaccccaaaattccaggtcctgaagacaggacaga 
gcatgacactgcagtgtgcccaggatatgaaccatgaatacatgtcctggtatcg 
acaagacccaggcatggggctgaggctgattcattactcagttggtgctggtatc 
actgaccaaggagaagtccccaatggctacaatgtctccagatcaaccacagagg 
atttcccgctcaggctgctgtcggctgctccctcccagacatctgtgtacttctg 
tgccagcaggccgggactagcgggagggcgaccagagcagtacttcgggccgggc 
accaggctcacggtcacagaggacctgaaaaacgtgttcccacccgaggtcgct§| 
^tttgagccatcagaagcagagatctcccacacccaaaaggccacactggtgtg 
cctggccacaggcttctaccccgaccacgtggagctgagctggtgggtgaatggg 
aaggaggtgcacagtggggtcagcacagacccgcagcccctcaaggagcagcccg 
ccctcaatgactccagatacgctctgagcagccgcctgagggtctcggccacctt 
ctggcaggacccccgcaaccacttccgctgtcaagtccagttctacgggctctcg 
gagaatgacgagtggacccaggatagggccaaacccgtcacccagatcgtcagcg 
ccgaggcctggggtagagcagactaa 



Figure 52 Val 13->C P chain 



M 

N X AGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV 
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG 
RPEQYFGPGT RLTVTEDLKN VFPPEVACFE PSEAEISHTQ KATLVCLATG 
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSRLRVSAT 
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD* 
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Figure 53a - Asp 59->C p chain 

atgaacgctggtgtcactcagaccccaaaattccaggtcctgaagacaggacaga 
gcatgacactgcagtgtgcccaggatatgaaccatgaatacatgtcctggtatcg 
acaagacccaggcatggggctgaggctgattcattactcagttggtgctggtatc 
actgaccaaggagaagtccccaatggctacaatgtctccagatcaaccacagagg 
atttcccgctcaggctgctgtcggctgctccctcccagacatctgtgtacttctg 
tgccagcaggccgggactagcgggagggcgaccagagcagtacttcgggccgggc 
accaggctcacggtcacagaggacctgaaaaacgtgt.tcccacccgaggtcgctg 
tgtttgagccatcagaagcagagatctcccacacccaaaaggccacactggtgtg 

cctggccacaggcttctaccccgaccacgtggagctgagctggtgggtgaatggg 

aaggaggtgcacagtggggtcagcaca^gccgcagcccctcaaggagcagcccg 

ccctcaatgactccagatacgctctgagcagccgcctgagggtctcggccacctt 

ctggcaggacccccgcaaccacttccgctgtcaagtccagttctacgggctctcg' 

gagaatgacgagtggacccaggatagggccaaacccgtcacccagatcgtcagcg 

ccgaggcctggggtagagcagactaa 

Figure 53b Asp 59-»C P chain 

M 

NiAGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV 
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG 
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG 
FYPDHVELSW WVNGKEVHSG VSTCPQPLKE QPALNDSRYA LS SRLRVS AT 
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD* 

Figure 54a - Arg 79->C p chain 

. .• atgaacgctggtgtcactcagaccccaaaattccaggtcctgaagacaggacaga 
gcatgacactgcagtgtgcccaggatatgaaccatgaatacatgtcctggtatcg 
acaagacccaggcatggggctgaggctgattcattactcagttggtgctggtatc 
actgaccaaggagaagtccccaatggctacaatgtctccagatcaaccacagagg 
atttcccgctcaggctgctgtcggctgctccctcccagacatcfcgtgtacttctg 
tgccagcaggccgggactagcgggagggcgaccagagcagtacttcgggccgggc 
accaggctcacggtcacagaggacctgaaaaacgtgttcccacccgaggtcgctg 
tgtttgagccatcagaagcagagatctcccacacccaaaaggccacactggtgtg 
cctggccacaggcttctaccccgaccacgtggagctgagctggtgggtgaatggg 
aaggaggtgcacagtggggtcagcacagacccgcagcccctcaaggagcagcccg 
ccctcaatgactccagatacgctctgagcagc^gctgagggtctcggccacctt 
ctggcaggacccccgcaaccacttccgctgtcaagtccagttctacgggctctcg 
gagaatgacgagtggacccaggatagggccaaacccgtcacccagatcgtcagcg 

c cgaggc c t ggggt agagc agac t aa 

Figure 54b Arg 79-»C p chain 

M 

NiAGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV 
GAGITDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG 
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG 
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSCLRVSAT 
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD* 



WO 03/020763 



PCT/GB02/03986 



40/81 



Figure 55a - Phe 14-»C p chain 

atgaacgctggtgtcactcagaccccaaaattccaggtcctgaagacaggacaga 
gcatgacactgcagtgtgcccaggatatgaaccatgaatacatgtcctggtatcg 




actgaccaaggagaagtccccaatggctacaatgtctccagatcaaccacagagg 




[C 

accaggctcacggtcacagaggacctgaaaaacgtgttcccacccgaggtcgctg 
tg|j|§gagccatcagaagcagagatctcccacacecaaaaggccacactggtgtg 
cctggccacaggcttctaccccgaccacgtggagctgagctggtgggtgaatggg 




aa< _ 

ccctcaatgactccagatacgctctgagcagccgcctgagggtctcggccacctt 




c 

gagaa 

ccgaggcctggggtagagcagactaa 

Figure 55b Phe 14~»C p chain 

M 

NxAGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV 
GAGI TDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG 
RPEQYFGPGT RLTVTEDLKN VFPPEVAVCE PSEAEISHTQ KATLVCLATG 
FYPDHVELSW WVNGKEVHSG VSTDPQPLKE QPALNDSRYA LSSRLRVSAT 
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD* 

Figure 56a - Gly 55-»C P chain 

atgaacgctggtgtcactcagaccccaaaattccaggtcctgaagacaggacaga 
gcatgacactgcagtgtgcccaggatatgaaccatgaatacatgtcctggtatcg 
acaagacccaggcatggggctgaggctgattcattactcagttggtgctggtatc 
actgaccaaggagaagtccccaatggctacaatgtctccagatcaaccacagagg 
atttcccgctcaggctgctgtcggctgctccctcccagacatctgtgtacttctg 
tgccagcaggccgggactagcgggagggcgaccagagcagtacttcgggccgggc 
accaggctcacggtcacagaggacctgaaaaacgtgttcccacccgaggtcgctg 
tgtttgagccatcagaagcagagatctcccacacccaaaaggccacactggtgtg 




cc 

aaggaggtgcacagt^ggtcagcacagacccgcagcccctcaaggagcagcccg 
ccctcaatgactccagatacgctctgagcagccgcctgagggtctcggccacctt 
ctggcaggacccccgcaaccacttccgctgtcaagtccagttctacgggctctcg 
gagaatgacgagtggacccaggatagggccaaacccgtcacccagatcgtcagcg 

ccgaggcctggggtagagcagactaa 

Figure 56b Gly 55-»C P chain 

M 

NiAGVTQTPKF QVLKTGQSMT LQCAQDMNHE YMSWYRQDPG MGLRLIHYSV 
GAGI TDQGEV PNGYNVSRST TEDFPLRLLS AAPSQTSVYF CASRPGLAGG 
RPEQYFGPGT RLTVTEDLKN VFPPEVAVFE PSEAEISHTQ KATLVCLATG 
FYPDHVELSW -WVNGKEVHSC VSTDPQPLKE QPALNDSRYA LS SRLRVS AT 
FWQDPRNHFR CQVQFYGLSE NDEWTQDRAK PVTQIVSAEA WGRAD* 



